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2004:533621 CAPLUS 
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Pharmaceutical formulation containing a resinate and 
an avers ive agent 
Hughes , Lyn 
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U.S. Pat. Appl. Publ. 
Ser. No. 16,336. 
CODEN: USXXCO 
Patent 
English 



9 pp., Cont . -in-part of U.S. 



FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 
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PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



US 2004126324 
US 2003068276 
JP 2003113074 
PRIORITY APPLN. INFO. 



Al 
Al 
A 



20040701 
20030410 
20030418 



US 2003-679785 20031006 
US 2001-16336 20011102 
JP 2002-269709 20020917 
US 2001-322624P P 20010917 

US 2001-16336 A2 20011102 

AB The present invention provides a pharmaceutical that includes, in 
combination, a resinate and an aversive agent. The resinate 
includes an ion exchange resin and a drug. 

The drug is a controlled substance. In variants of the invention, both 

the aversive agent and the controlled substance are loaded onto 

the ion exchange resin; the aversive 

agent is loaded onto the ion exchange resin, 

and the controlled substance is not loaded onto the ion 

exchange resin; the controlled substance is loadejd onto 

the ion exchange resin, and the 

aversive agent is not loaded onto the ion 

exchange resin; or, the controlled substance is loaded 

onto a first ion exchange resin, and the 

aversive agent is loaded onto an ion exchange 

resin different from the first ion exchange 

resin. 
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US 2006-396307 Al 20060330 (11) 

Continuation-in-part of Ser. No. US 2006-330907, 
on 11 Jan 2006, PENDING Continuation of Ser. No. 
2003-441536, filed on 20 May 2003, GRANTED, Pat. 
7026320 Continuation of Ser. No. US 2002-218251, 
on 14 Aug 2002, GRANTED, Pat. No. US 6586436 
Continuation of Ser. No. US 2001-10575, filed on 13 Nov 
2001, GRANTED, Pat. No. US 6469007 



filed 
US 

No. US 
filed 



NUMBER 



DATE 



US 2000-253301P 20001128 (60) 
US 2001-297814P 20010613 (60) 
Utility 
APPLICATION 

WILMER CUTLER PICKERING HALE AND DORR LLP /, 60 STATE 
STREET, BOSTON, MA, 02109, US 
39 
1 

4 Drawing Page(s) 
999 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods and compositions are provided for treating sexual dysfunction, 



PRIORITY INFORMATION: 

DOCUMENT TYPE: 

FILE SEGMENT : 

LEGT^i REPRESENTATIVE: 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 



e.g., sexual dysfunction associated with drug treatment, using 
5-HT.sub.lA receptor antagonists. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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GRANTED, Pat. No. US 7026320 Continuation of Ser. No. 

US 2002-218251, filed on 14 Aug 2002, GRANTED, Pat. No. 

US 6586436 Continuation of Ser. No. US 2001-10575, 

filed on 13 Nov 2001, GRANTED, Pat. No. US 6469007 



NUMBER 



DATE 



PRIORITY INFORMATION: 



US 2000-253301P 20001128 (60) 
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STREET, BOSTON, MA, 02109, US 
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1-38 

4 Drawing Page(s) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods and compositions are provided for treating sexual dysfunction, 
e.g., sexual dysfunction associated with drug treatment, using 
5-HT.sub.lA receptor antagonists. 



DOCUMENT TYPE: 

FILE SEGMENT: 

LEGAL REPRESENTATIVE 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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Sirtris Pharmaceuticals, Inc., Cambridge, MA, UNITED 
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DATE 
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DOCUMENT TYPE: 
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NUMBER OF CLAIMS: 
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NUMBER OF DRAWINGS: 
LINE COUNT: 



US 2005-645962P 20050121 
US 2005-645916P 20050120 
Utility 
APPLICATION 

FISH Sc NEAVE IP GROUP, ROPES 
INTERNATIONAL PLACE, BOSTON, 
20 
1 

67 Drawing Page(s) 
8123 



(60) 
(60) 



& GRAY LLP, ONE 
MA, 02110-2624, US 



CAS INDEXING IS AVAILABLE FOR THIS PATENT, 

AB Provided herein are methods and compositions for treating and/or 

preventing flushing and/or weight gain. Methods may comprise modulating 
the activity or level of a sirtuin, such as SIRTl or Sir2 . Exemplary 
embodiments include methods and compositions for counteracting 
drug- induced weight gain and/or drug-induced flushing by administering a 
sirtuin-activating compound, 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. . 
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53 Drawing Page(s) 
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INDEXING IS AVAILABLE FOR THIS PATENT. 

Provided herein are methods and compositions for treating or preventing 
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(60) 
(60) 
(60) 
(60) 
(60) 



& GRAY LLP, ONE 
MA, 02110-2624, US 



neurodegenerative disorders or blood coagulation disorders. Methods may 
comprise modulating the activity or level of a sirtuin, such as SIRTl or 
Sir2 . Exemplary methods comprise contacting a cell with a sirtuin 
activating compound, such as a flavone, stilbene, flavanone, isoflavone, 
catechin, chalcone, tannin or anthocysuiidin; or an inhibitory compound, 
such as nicotinamide. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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Sirtuin related therapeutics and diagrnostics for 
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NUMBER 



KIND 



DATE 



US 2006025337 Al 20060202 

US 2005-74374 Al 20050307 (11) 

Continuation-in-part of Ser. No. US 2004-884022, filed 
on 1 Jul 2004, PENDING Continuation-in-part of Ser, No. 
US 2004-884879, filed on 1 Jul 2004, PENDING 



NUMBER 



DATE 



PRIORITY INFORMATION: 



US 2003-483949P 
US 2003'-532158P 
US 2003-483949P 
US 2003-532158P 



20030701 
20031223 
20030701 
20031223 



(60) 
(60) 
(60) 
(60) 



DOCUMENT TYPE: 
FILE SEGMENT: 
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Utility 
APPLICATION 

FOLEY HOAG, LLP, PATENT GROUP, WORLD TRADE CENTER WEST, 
155 SEAPORT BLVD, BOSTON, MA, 02110, US 

23 

1 • . ■ • 

49 Drawing Page(s) 
8646 

INDEXING IS AVAILABLE FOR THIS PATENT. 

Provided herein are methods and compositions for modulating the activity 



NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS 
LINE COUNT: 
CAS 
AB 



of sirtuin deacetylase protein family members; p53 activity; apoptosis; 
lifespan and sensitivity to stress of cells and organisms. Exemplary 
methods comprise contacting a cell with an activating compound, such as 
a flavone, stilbene, flavanone, isoflavone, catechin, chalcone, tannin 
or anthocyanidin; or an inhibitory compound, such as a sphingolipid, 
e.g., sphingosine. Also disclosed herein are methods for treating, 
preventing or diagnosing a disease associated with neuronal cell death, 
e.g., a neurodegenerative disease. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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Cinnamon formulation for reducing cholesterol and/or 
glucose levels 

•Bozicevic, Karl, Redwood City, CA, UNITED STATES 
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KIND 



DATE 



US 2005147620 Al 
US 2005-30363 Al 



20050707 
20050105 (11) 



NUMBER 



DATE 



20040105 (60) 
20040130 (60) 



US 2004-534600P 
US 2004-540732P 
Utility 
APPLICATION 

BOZICEVIC, FIELD & FRANCIS LLP, 1900 UNIVERSITY AVENUE, 
SUITE 200, EAST PALO ALTO, CA, 94303, US ' 

23 
1 

1135 



PRIORITY INFORMATION: 

DOCUMENT TYPE: 
FILE SEGMENT: 
LEGAL REPRESENTATIVE: 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
LINE COUNT: 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A formulation comprising cinnamon and an active compound such as 

creatine, a statin drug, niacin, lipoic acid and/or Red Yeast Rice is 
disclosed. The cinnamon aids in moving the active compound into cells 
making the active compound more effective as compared to its 
administration in the absence of cinnamon. Methods of treatment 
including methods of reducing cholesterol levels, building muscle and 
treating diabetes are enhanced by the co-administration of cinnamon with 
another compound. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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Compositions for manipulating the lifespan and stress 
response of cells and organisms 

Sinclair, David A. , West Roxbury, MA, UNITED STATES 
Howitz, Konrad T., Allentown, PA, UNITED STATES 
Zipkin, Robert E., Wynnewbod, PA,. UNITED .STATES 
President and Fellows of Hairvard College, Cambridge, 
MA, UNITED STATES (U.S. corporation) 

BIOMOL International L.P., Plymouth Meeting, PA, UNITED 
STATES (U.S. corporation) 
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APPLICATION INFO. : 



NUMBER 



KIND 



DATE 



US 2005136537 Al 20050623 

US 2004-884879 Al 20040702 (10) 



NUMBER 



DATE 



PRIORITY INFORMATION: 

DOCUMENT TYPE: 

FILE SEGMENT: 

LEGAL REPRESENTATIVE: 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 



US 2003-532158P 20031223 (60) 

Utility 

APPLICATION 

FOLEY HOAG, LLP, PATENT GROUP, WORLD TRADE CENTER WEST, 

155 SEAPORT BLVD, BOSTON, MA, 02110, US 

39 

1 

42 Drawing Page(s) 
6631 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Provided herein are methods and compositions for modulating the activity 
of sirtuin deacetylase protein family members; p53 activity; appptosis; 
lifespan and sensitivity to stress of cells and organisms. Exemplary 
methods comprise contacting a cell with an activating compound, such as 
a flavone, stilbene, flavanone, isoflavone, catechin, chalcone, tannin 
or anthocyanidin;- or an inhibitory compound, such as a sphingolipid, 
e.g., sphinges ine . 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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TITLE: Therapeutic cuid diagnostic methods dependent on CYP2A 

enzymes 



INVENTOR (S) : 
PATENT ASSIGNEE (S) : 



Sellers, Edward Moncrieff , Toronto, CANADA 

Tyndale, Rachel F., Toronto, CANADA 

Nicogen, Inc., Quebec, CANADA (non-U. S. corporation) 



NUMBER 



KIND 



DATE 



US 6908631 Bl 
US 2000-584669 
Continuation of Ser 
1998, PENDING 

NUMBER DATE 



20050621 
20000601 (9)' 
No. WO 1998-CA1093, 



filed on 1 Dec 



US 1997-67020P 
US 1997-67021P 
US 1998-84847P 
US 1998-107392P 



19971201 
19971201 
19980508 
19981106 



(60) 
(60) 
(60) 
(60) 



Utility 
GRANTED 

Meller, Michael 
Hunton & Williams LLP 
5 
1 

23 Drawing Figure (s); 
2402 



23 Drawing Page(s) 



PATENT INFORMATION: 
APPLICATION INFO. : 
RELATED APPLN. INFO. 



PRIORITY INFORMATION: 



DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A method of regulating the activity of human cytochrome P450 isozyme 
CYP2A6 to control nicotine metabolism or decrease the production of 
carcinogens from procarcinogens, such as those present in tobacco smoke, 
in an individual by selectively inhibiting CYP2A6 . Various prophylactic 
(i.e., prevention and treatment) compositions and methods are also 
described, including an improved oral nicotine composition and method 
comprising the use of nicotine together with an* inhibitor of the CYP2A6 
enzyme. Furthermore, it has been discovered that the presence in an 
individual of a mutant allele of human cytochrome P450 enzyme CYP2A6 
(referred to throughout this specification as ''CYP2A6" for brevity) is 
predictive of an individual who: (1) has a decreased risk of becoming a 
smoker, (ii) will smoke less if he/she becomes dependent, and/or (iii) 
may be at relatively lower risk for cancer due to both decreased smoke 
exposure and decreased CYP2A6 -mediated activation of tobacco smoke and 
other procarcinogenic substrates .. This invention provides diagnostic 
methods for predicting tobacco dependence risk and risk for cancers 
related to CYP2A6 substrates in an individual by analyzing for the 
presence of a mutant genotype for human cytochrome P450 enzyme CYP2A6 in 
an individual, ranging from gene duplication (multiple copies of CYP2A6) 
to single or even no copies due to null alleles or gene deletion. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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2005 : 137641 USPATFULL 

Compositions and methods for treatment of nervous 
system disorders 

Suffin, Stephen C, Sherman Oaks, CA, UNITED STATES 
' Emory, W. Hamlin, Malibu, CA, UNITED STATES 
Brandt, Leonard, San Juan Capistrano, CA, UNITED STATES 
CNS Response (U.S. corporation) 
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APPLICATION INFO . : 
RELATED APPLN. INFO. 



NUMBER 



KIND 



DATE 



US 2005118286 Al 
US 2004-972188 Al 
Continuation of Ser. No. 
Oct 2003, PENDING 



20050602 
20041022 (10) 
US 2003-697497, filed on 30 



DOCUMENT TYPE: 

FILE SEGMENT: 

LEGAL REPRESENTATIVE: 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 

LINE COUNT: 



Utility 
APPLICATION 

MEDLEN & CARROLL, LLP, Suite 350, 101 Howard Street, 

San Francisco, CA, 94105, US 

20 

1 

7 Drawing Page{s) 
5033 



CAS INDEXING IS AVAILABLE FOR THIS .PATENT. 

AB The present invention contemplates compositions and methods to treat 

patients having a nervous system disorder with a formulation comprising 
an anticonvulsant and a neuroactive modulator. Also described is a 
method to predict the probability of a significant recovery when a 
treating an individual patient having a nervous system disorder with a 
formulation comprising an anticonvulsant and a neuroactive modulator. 
Specifically, methods for predicting patient prognosis include, but are 
not limited to, quantitative electroencephalography, psychometric test 
batteries, biological indicators, brain metabolic indicators, genotype, 
profiles, neuro imaging, objective test measurements and 
multi-modalities. The present invention also discloses a device 
providing an organized dispensation of the above formulations such that 
the patient or medical personnel may easily and accurately decrease the 
daily dosage of a third drug and increase the daily dosage of a 
formulation comprising an anticonvulsant and a neuroactive modulator. . 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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INVENTOR (S) : 
PATENT ASSIGNEE (S) 



2005 : 124960 USPATFULL 

Method for the treatment or prevention of bone 
disorders with a cyclooxygenase-2 inhibitor alone and 
in combination with a bone disorder treatment agent and 
compositions therewith 

Olson, Lisa Maria, Creve Coeur, MO, UNITED STATES 
Pharmacia Corporation, Chesterfield, MO, UNITED STATES 
(U.S. corporation) 



PATENT INFORMATION: 
APPLICATION INFO. : 



NUMBER 



KIND 



DATE 



US 2005107350 Al 20050519 

US 2004-917104 Al 20040812 (10) 



NUMBER 



DATE 



PRIORITY INFORMATION: 
DOCUMENT TYPE: 
FILE SEGMENT: 
LEGAL REPRESENTATIVE: 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
LINE COUNT: 
CAS 
AB 



20030822 (60) 



US 2003-497416P 
Utility 
APPLICATION 
James E. Davis, 
7700 Bonhomme, 
30 
1 

3405 

INDEXING IS AVAILABLE FOR THIS PATENT. 

The present invention describes a novel method for preventing or 



Harness, Dickey & Pierce, P. L. C. 
Suite 400, Clayton, MO, 63105, US 



treating bone disorders and bone disorder-related complications in a 
subject involving a monotherapy with a Cox-2 inhibitor or a combination 
therapy with a Cox-2 inhibitor and a bone disorder treatment agent. Also 
^described are therapeutic compositions comprising a Cox-2 inhibitor and 
a bone disorder treatment agent. Pharmaceutical compositions and kits 
for implementing the present method are also described. • 
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The present invention contemplates compositions and methods to treat 
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patients having a nervous system disorder with a formulation comprising 
an anticonvulsant and a neuroactive modulator. Also described is a 
method to predict the probability of a significant recovery when a 
treating an individual patient having a nervous system disorder with a 
formulation comprising an anticonvulsant and a neuroactive modulator. 
Specifically, methods for predicting patient prognosis include, but are 
not limited to, quantitative electroencephalography, psychometric test 
batteries, biological indicators, brain metabolic indicators, genotype 
profiles, neuroimaging, objective test measurements and 
mul ti -modal it ies . The present invention also discloses a device 
providing an organized dispensation of the above formulations such that 
the patient or medical personnel may easily and accurately decrease the 
daily dosage of a third drug and increase the daily dosage of a 
formulation comprising an anticonvulsant and a neuroactive modulator. 
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AB Provided herein are methods and compositions for modulating the activity 

of sirtuin deacetylase protein family members; p53 activity; apoptosis; 
lifespan and sensitivity to stress of cells and organisms. Exemplary 
methods comprise contacting a cell with an activating compound, such as 
a flavone, stilbene, flavanone, isoflavone, catechin, chalcone, tannin 
or anthocyanidin; or an inhibitory compound, such as a sphingolipid, 
e.g., sphingosine . 
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A method of regulating the activity of hioman cytochrome P450 isozyme 
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CYP2A6 to control nicotine metabolism or decrease the production of 
carcinogens from procarcinogens , such as those present in tobacco smoke, 
in an individual by selectively inhibiting CYP2A6 . Various prophylactic 
(i.e., prevention and treatment) compositions and methods are also 
described, including an improved oral nicotine composition and method 
comprising the use of nicotine together with an inhibitor of the CYP2A6 
enzyme. Furthermore, it has been discovered that the presence in an 
individual of a mutant allele of human cytochrome P450 enzyme CYP2A6 
(referred to throughout this specification as "CYP2A6" for brevity) is 
predictive of an individual who: (1) has a decreased risk of becoming a 
smoker, (ii) will smoke less if he/she becomes dependent, and/or (iii) 
may be at relatively lower risk for cancer due to both decreased smoke 
exposure and decreased CYP2A6-mediated activation of tobacco smoke and 
other procarcinogenic substrates. This invention provides diagnostic 
methods for predicting tobacco dependence risk and risk for cancers 
related to CYP2A6 substrates in an individual by analyzing for the 
presence of a mutant genotype for human cytochrome P450 enzyme CYP2A6 in 
an individual, ranging from gene duplication (multiple copies of CYP2A6) 



to single or even no copies due to null alleles or gene deletion. 
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AB The present invention relates to a novel human protein called Dendritic 
Enriched Secreted Lymphocyte Activation Molecule, and isolated 
polynucleotides encoding this protein. Also provided are vectors, host 
cells, antibodies, and recombinant methods for producing this human 
protein. The invention further relates to diagnostic and therapeutic 
methods useful for diagnosing and treating disorders related to this 
novel human protein. 
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The present invention relates to a novel BAIT protein which is a member 



of serpin superfamily which is expressed primarily in brain tissue. In 
particular, isolated nucleic acid molecules are provided encoding the 
human and recombinant methods for producing the same. The invention 
further relates to screening methods for identifying agonists and 
antagonists of BAIT activity. Also provided are diagnostic methods for 
detecting nervous system-related disorders and therapeutic methods for 
treating nervous system-related disorders. Additionally, the present 
invention is related to methods of treating patients with BAIT 
polynucleotides or polypeptides, wherein said patients have had seizures 
or epilepsy. 
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AB The present invention relates to a novel BAIT protein which is a member 
of serpin superfamily which is expressed primarily in brain tissue. In 
particular, isolated nucleic acid molecules are provided encoding the 
human and recombinant methods for producing the same. The invention 
further relates to screening methods for identifying agonists and 
antagonists of BAIT activity. Also provided are diagnostic methods for 
detecting nervous system-related disorders and therapeutic methods for 
treating nervous system-related disorders. Additionally, the present 
invention is related to methods of treating patients with BAIT 
polynucleotides or polypeptides, wherein said patients have had a 
stroke. 
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AB The invention provides novel polynucleotides and polypeptides encoded by 
such polynucleotides emd mutants or variants thereof that correspond to 
a novel human secreted stem cell growth factor-like polypeptides. In 
particular, the invention relates to novel stem cell growth factor-like 



polypeptides, including novel proteins named SCGF3248Fk081_aa2 , 
SCGF3248Fk081_aal, SCGFFk081_aa3 , and SCGF323401Fel31_aal . Other aspects 
of the invention include vectors containing processes for producing 
novel human secreted stem cell growth factor-like polypeptides, and 
coitibodies specific for such polypeptides. 
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AB The present invention relates to a novel human protein called Dendritic 

Enriched Secreted Lymphocyte Activation Molecule, and isolated 
polynucleotides encoding this protein. Also provided are vectors, host 
cells, antibodies, and recombinant methods for producing this human 
protein. The invention further relates to diagnostic and therapeutic 
methods useful for diagnosing and treating disorders related to this 
novel human protein. 
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AB The present invention relates to a novel BAIT protein which is a member 
of serpin superfamily which is expressed primarily in brain tissue. In 
particular, isolated nucleic acid molecules, are provided encoding the 
human and recombinant methods for producing the same. The invention 
further relates to screening methods for identifying agonists and 
antagonists of BAIT activity. Also provided are diagnostic methods for 
detecting nervous system-related disorders and therapeutic methods for 
treating nervous system-related disorders. Additionally, the present 
invention is related to methods of treating patients with BAIT 
polynucleotides or polypeptides, wherein said patients have had seizures 
or epilepsy. 
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AB The present invention relates to a novel BAIT protein which is a member 
of serpin super family which is expressed primarily in brain tissue. In 
particular, isolated nucleic acid molecules are provided encoding the 
human and recombinant methods for producing the same. The invention 
further relates to screening methods for identifying agonists and 
antagonists of BAIT activity. Also provided are diagnostic methods for 
detecting nervous system-related disorders and therapeutic methods for 
treating nervous system-related disorders. Additionally, the present 
invention is related to methods of treating patients with BAIT 
polynucleotides or polypeptides, wherein said patients have had a 
stroke. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L2 ANSWER 22 OF 27 USPATFULL on STN 



ACCESSION NUMBER: 
TITLE : 

INVENTOR (S) : 
PATENT. ASSIGNEE (S) 



2000:1844 USPATFULL 

Method of protein therapy by orally administering 
crosslinked protein crystals 

Navia, Manuel A., Lexington, MA, United States 
St. Clair, Nancy L., Charlestown, MA, United States 
Vertex Pharmaceuticals, Inc., Cambridge, MA, United 
States (U.S. corporation) 



NUMBER 



KIND 



DATE 



PATENT INFORMATION: 
APPLICATION INFO. : 
RELATED APPLN. INFO. 



DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER .OF CLAIMS: 
EXEMPLARY CLAIM:' 
NUMBER OF DRAWINGS: 
LINE COUNT: 
CAS 
AB 



US 6011001 20000104 
US 1995-484978 19950607 (8). 

Continuation of Ser. No. US 1993-17510, filed on 
1993, now patented, Pat. No. US 5618710 which is 
continuation-in-part of Ser. No. US 1992-864424, 
on 6 Apr 1992, now abandoned which is a 
continuation-in-part of Ser. No. US 1991-720237, 
on 24 Jun 1991, now abandoned which 
continuation-in-part of Ser. No. US 
on 3 Aug 1990, now abandoned 
Utility 



is a 

1990-562280, 



12 Feb 
a 

filed 

filed 
filed 



Granted 
Naff, David M. 
Fish & Neave, Haley, 
4 
1 

19 Drawing Figure (s) 
3038 

INDEXING IS AVAILABLE FOR THIS PATENT. 

A protein such as an enzyme or antibody is 



Jr., James F., Pierri, Margaret A. 
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immobilized by crosslinking 



crystals of the protein with a multifunctional crosslinking agent. The 
crosslinked protein crystals may be lyophilized for storage. A preferred 
protein is an enzyme such as thermolysin, elastase, asparaginase, 
lysozyme, lipase or urease. Crosslinked enzyme crystals preferably 
retain at least 91% activity after incubation for three hours in the 
presence of a concentration of Pronase.TM. that causes the soluble 
uncrosslinked form of the enzyme to lose at least 94% of its initial 
activity under the same conditions. A preferred enzyme: Pronase.TM. ratio 
is 40:1. Enzyme crystals that are crosslinked may be microcrystals 
having a cross-section of 10. sup. -1 mm or less. Crosslinked enzyme or 
antibody crystals may be used in an assay, diagnostic kit or biosensor 
for detecting an analyte, in an extracorporeal device, for altering a 
component of a fluid, in producing a product such as using crosslinked 
thermolysin crystals to produce aspartame arid in separating a substance 
from a mixture. Enzyme or non-enzyme protein therapy can be performed by 



administering orally crosslinked enzyme crystals or crosslinked 
non-enzyme protein crystals that have a therapeutic affect. The 
crosslinked crystals have improved stability to proteases in the gut. 
Crosslinked lipase crystals may be administered for treatment where 
there is pancreatic insufficiency and/or fat malabsorption conditions in 
which lipase secretion is abnormally low. 
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AB Proteins such as enzymes and antibodies are immobilized by crosslinking 
crystals of the proteins such as microcrystals having a cross-section of 
10. sup. -1 mm or less with a multifunctional crosslinking agent. The 
crosslinked protein crystals may be lyophilized for storage. Crystals of 
an enzyme such as thermolysin, elastase, asparaginase, lysozyme, lipase 
or urease may be crosslinked to provide crosslinked enzyme crystals that 
retain at least 91% activity after incubation for three hours in the 
presence of a concentration of Pronase.TM. that causes the soluble 
uncrosslinked form of the enzyme to lose at least 94% of its initial 
activity under the same conditions. A preferred Pronase .TM. : enzyme ratio 
is 1:40. Crosslinked enzyme or antibody crystals may be used in an 
assay, diagnostic kit or biosensor for detecting an analyte, in an 
extracorporeal device for altering a component of a fluid, in producing 
a product such as using crosslinked thermolysin crystals to produce 
aspartame, in separating a substance from a mixture, and in therapy. 
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AB A protein such as an enzyme or antibody is immobilized by crosslinking 
crystals of the protein with a multifunctional crosslinking agent. The 
crosslinked protein crystals may be lyophilized for storage. A preferred 
protein is an enzyme such as thermolysin, elastase, asparaginase, 
lysozyme, lipase or urease. Crosslinked enzyme crystals preferably 
retain at least 91% activity after incubation for three hours in the 
presence of a concentration of Pronase.TM. that causes the soluble 
uncrosslinked form of the enzyme to lose at least 94% of its initial 
activity under the same conditions. A preferred enzyme : Pronase . TM. ratio 
is 1:40. Enzyme crystals that are crosslinked may be microcrystals 
having a cross-section of 10. sup. -1 mm or less. Crosslinked enzyme or 
antibody crystals may be used in an assay, diagnostic kit or biosensor 
for detecting an analyte, in an extracorporeal device for altering a 
component of a fluid, in producing a product such as using crosslinked 
thermolysin crystals to produce aspartame and in separating a substance 
from a mixture. Enzyme therapy such as lipase therapy can be performed 
by administering orally crosslinked lipase crystals. 
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AB A protein such as an enzyme or antibody is immobilized by crosslinking 
crystals of the protein with a multifunctional crosslinking agent. The 
crosslinked protein crystals may be lyophilized for storage. A preferred 
protein is an enzyme such as thermolysin, elastase, asparaginase, 
lysozyme, lipase or urease. Crosslinked enzyme crystals preferably 
retain at least 91% activity after incubation for three hours in the 
presence of a concentration of Pronase.TM. that causes the soluble 
uncrosslinked form of the enzyme to lose at least 94% of its initial 
activity under the same conditions. A preferred enzyme: Pronase.TM. ratio 
is 1:40. Enzyme crystals that are crosslinked may be microcrystals 
having a cross-section of lO.sup.-l mm or less. Crosslinked enzyme or 
antibody crystals may be used in an assay, diagnostic kit or biosensor 
for detecting an analyte, in an extracorporeal device for altering a 
component of a fluid, in producing a product such as using crosslinked 
thermolysin crystals to produce aspartame, in separating a substance 
from a mixture, and in therapy. 
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AB A protein such as an enzyme of antibody is immobilized by crosslinking 

crystals of the protein with a multifunctional crosslinking agent. The 
crosslinked protein crystals may be lyophilized for storage. A preferred 
protein is an enzyme such as thermolysin, elastase, asparaginase, 
lysozyme, lipase or urease. Crosslinked enzyme crystals preferably 
retain at least 91% activity after incubation for three hours in the 
presence of a concentration of Pronase.TM. that causes the soluble 
uncrosslinked form of the enzyme to lose at least 94% of its initial 
activity under the same conditions. A preferred enzyme: Pronase.TM. ratio 
is 1:40. Enzyme crystals that are crosslinked may be microcrystals 



having a cross-section of 10. sup. -1 mm or less. Crosslinked enzyme or 
antibody crystals may be used in an assay, diagnostic kit or biosensor 
for detecting an analyte, in an extracorporeal device for altering a 
component of a fluid, in producing a product such as using crosslinked 
thermolysin crystals to produce aspartame, in separating a substance 
from a mixture, and in therapy. 
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